Abstract: The incidence of melanoma has been increasing at a rapid rate, with 4%
Introduction
The incidence of melanoma has steadily risen in the United States since the 1970s, with an estimated 76,000 new cases in 2014 [1] . Following surgical excision of the primary, recurrent disease can occur locally, regionally, or distantly. In-transit (IT) disease refers to metastases within the regional dermal and subdermal lymphatics near the primary melanoma but distal to the draining regional lymph node basin [2] . Overall, approximately 4%-11% of melanoma recurrences present as IT metastases [3] [4] [5] [6] [7] . Several factors are associated with increased risk for IT metastases. These include patients with thicker primary melanomas (>1 mm), tumor ulceration, lymphovascular invasion (LVI), regional nodal involvement and location of the primary on a lower extremity [3, [7] [8] [9] . The rates of IT disease vary substantially in the presence of these other factors, with higher incidences associated with more aggressive features.
Based on the 2010 7th edition of the American Joint Committee on Cancer (AJCC) Cancer Staging Manual, IT disease is categorized within the nodal staging of the TNM staging system [10] . The presence of IT metastases correlates with clinical stage III melanoma, which is further divided within pathological staging into IIIB and IIIC, depending on primary tumor ulceration and whether lymph node metastases are concurrently involved (IIIB does not have lymph node metastases, whereas IIIC does). The prognosis of these stages varies but overall is quite poor, with reported five-year overall survival rates ranging from 20% to 60% [3, [10] [11] [12] [13] . IT disease itself is a risk factor for subsequent regional lymph node or metastatic disease, with up to 75% of patients with IT disease developing nodal or distant metastases [3, 6] . Consequently, patients with IT disease should be carefully evaluated for additional sites of disease and undergo a detailed history and physical examination with scrutiny to the lymph node basins as well as staging imaging studies. The unfavorable outcomes and risk of advanced melanoma associated with IT disease reflect the relevance and need for effective therapies for these patients. In this review, the available treatments for IT melanoma of the extremity and their relative efficacy are discussed. With the emergence of improved systemic therapies, the role of regional therapies in comparison with newer, immunotherapeutic and targeted molecular agents are examined. Based upon the published data, treatment algorithms and justification for these treatment approaches are detailed.
Treatments for IT Melanoma
A wide range of options is available for IT melanoma. The most recent guidelines from the National Comprehensive Cancer Network (NCCN) outline these options (Table 1) , which are similar for both IT disease that is synchronous with the primary tumor and recurrent IT disease [14] . Options include surgical resection, intralesional and topical treatments, local radiation, regional therapies (comprised of isolated limb infusion (ILI) and isolated limb perfusion (ILP)), and systemic agents (including chemotherapies, interferon (IFN) and newer immunologic drugs, such as anti-CTLA4 and anti-PD-1 antibodies) [15] [16] [17] . Current clinical trials are also investigating multiple modality approaches, for example combining ILI with adjuvant ipilimumab (NCT01323517) or melanoma vaccines with ipilimumab (NCT00094653) [18, 19] . As reflected by the NCCN guidelines, there is no consensus on the optimal approach [14] . Treatment for a specific patient with IT melanoma may benefit from a multidisciplinary discussion to develop an individualized plan [20] . When evaluating the options, a global understanding of the benefits and shortcomings of each approach should be considered (Table 2) . Number of arrows express relative degree: ↑ = yes; ↓ = no.
Surgery
Surgical resection to negative margins is considered the gold standard for IT melanoma. Unlike wide local excision (WLE) of the primary melanoma, 1-2 cm margins are not indicated as long as negative margins are obtained because IT disease already represents invasion into the subdermal lymphatics. This is a technically feasible option when the IT disease is limited to a single or few lesions, allowing for resection and subsequent closure of the wounds. However, in cases where there are multiple, widespread IT lesions along an extremity, surgical resection may not be appropriate as it may result in serious morbidity or significant deformity.
As noted earlier, IT disease is associated with an increased risk of nodal metastases. Some retrospective studies have reported an increased risk of IT disease following sentinel lymph node biopsy (SLNB) [21, 22] . However, results from the prospective Multicenter Selective Lymphadenectomy Trial (MSLT-I) did not show a difference in the rate of either local recurrence or IT disease in patients with intermediate thickness melanoma who were randomly assigned to either observation or SLNB followed by completion lymphadenectomy in cases of a positive SLNB [23] . Other studies support the findings of MSLT-I in that SLNB itself does not increase the risk of IT metastases [24, 25] . When IT disease presents as a recurrence, SLNB may be considered. Repeat SLNB is technically feasible. Studies have shown that about one-third of patients with IT disease and no clinical nodal disease (or macrometastases) were found to have positive SLNB, even though the SLNB was negative when initially biopsied during excision of the primary lesion [26, 27] . While SLNB in this setting has no definitive survival benefit, it does offer the potential for more complete staging and further treatment with completion lymph node dissection (CLND) of the draining nodal basin for local control. However, the benefits of SLNB and CLND in patients with IT disease may not be outweighed by the risks of surgery, namely post-operative lymphedema, particularly in the setting of nodal micrometastases. As an alternative to immediate CLND in the setting of known positive SLNB, the eagerly anticipated results of the Multicenter Selective Lymphadenectomy Trial II (MSLT-II) may support the close surveillance of the nodal basin with routine ultrasound (US) followed by delayed CLND if a recurrence is detected [28] . Although patients with IT disease were excluded from MSLT-II, results of the trial may perhaps be extrapolated to this patient population since these patients already have stage N2c disease without macrometastases. Therefore, even in the presence of micrometastatic disease discovered from a SLNB, observation with close US may be a viable alternative to immediate CLND.
Lesional Therapies
Local lesional therapies include topical applications and intralesional injections [29, 30] . Imiquimod is a Toll-like receptor agonist which generates antitumor activity through the induction of pro-inflammatory mediators [31] . It is the typical topical drug used for melanoma, and it most often used for the lentigo maligna subtype [32, 33] . In the setting of IT disease, imiquimod has shown beneficial effects alone and in combination with other intralesional therapies, although these studies are quite small [34, 35] . In a small series of three patients, each with greater than 15 IT metastases, imiquimod resulted in >90% regression of IT lesions in two of the patients [34] . Supplementation with intralesional interleukin-2 (IL-2) generated responses in the third patient. Another small series of nine patients with IT disease combined imiquimod with intralesional Bacille Calmette-Guerin (BCG) [35] . Five patients had complete regression and one had a partial response. Patients were followed for median period of 35 months, at which point there were no recurrences. However, long-term data past years is lacking.
Intralesional injections are mainly comprised of BCG, interferon-alpha (IFN-α) and IL-2. BCG has been tested for recurrent disease. A meta-analysis of 15 studies with intralesional BCG in the adjuvant setting for patients with stage III melanoma showed complete response in 19%, partial responses in 26% and improved survival in 13% [36] . Intralesional IFN-α has been tested in patients with advanced melanoma. While there are reported benefits in local responses, use of IFN-α has not been shown to be curative. In one of the largest studies of intralesional IFN-α, among 51 patients with metastatic melanoma who had a least one cutaneous metastasis, there were 24 (47.1%) complete or partial local responses [37] . There are several studies that have investigated intralesional IL-2 for IT disease. In a retrospective analysis of 31 patients treated with IL-2, 10 patients (32.3%) developed a pathological complete response (pCR) and 17/31 (54.8%) had a partial response [38] . Systematic reviews combining other small studies such as this one have shown good local control of IT disease, with up to 50% of treated patients achieving complete response [39, 40] .
A more contemporary, novel intralesional therapy is the small molecule PV-10, a drug containing 10% of the chemical rose bengal which is derived from a synthetic iodine dye [41] . While it has a wide range of medical uses, this drug has been shown to have chemoablative properties in several cancer types [42, 43] . Cell lysis in turn propagates exposure of tumor-associated antigen and leads to tumor-specific T cell-mediated responses, which is thought to mediate regression in uninjected cutaneous lesions through a bystander effect [42] . Very small series have reported promising objective response rates in patients with metastatic melanoma [44, 45] . A recent phase 2, multicenter, single arm trial of rose bengal in 80 patients with refractory stage III/IV melanoma showed an overall response rate of 51% and complete response rate of 26% [46] . The durability of these responses was reported as a median of 4.0 months, with 8% of patients disease-free after 52 weeks.
In general, side effects of the different intralesional therapies are well tolerated [39] . While this data appears impressive regarding the treated lesions, the ability of intralesional therapy to target microscopic IT lesions or deep deposits is limited. Therefore, the role of intralesional therapies often serves as an adjunct to more definitive treatments, and may function to palliate symptoms in patients who are too high risk to undergo more aggressive treatments.
Oncolytic Virus-Based Vaccines
Melanoma vaccines have long been sought as potential treatment options for systemic disease, although their use is currently limited to clinical trials and has not reached mainstream recommendations. Oncolytic viruses (OVs) have been developed to act through tumor tropic mechanisms resulting in direct oncolysis of tumor cells and subsequent antitumor events within the tumor microenvironment, potentiating systemic responses toward antitumor immunity [47] .
Animal melanoma models investigating recombinant adenoviruses or vaccinia pox viruses have shown promising antitumor responses [48] [49] [50] . Translation of these virus-based strategies to human trials has shown up-regulation of anti-tumor immunity in the setting of good patient tolerability with minimal side-effects, although these trials have been very small phase I/II studies [51] [52] [53] . Clinical trials are on-going to characterize and develop more fully the application of melanoma vaccines into standard therapy as single agents or in combination with existing treatments, which potentially may prove effective for patients with IT disease [19, 54, 55] .
One new and very promising oncolytic viral construct is the herpes simplex virus type-1 based immunotherapy designated Talimogene laherparepvec (T-VEC). This virus selectively targets tumor cells and results not only in lytic destruction but also overcoming systemic anergy to tumor associated antigen through exposure of these antigens and production of GM-CSF to recruit macrophages to the tumor microenvironment [56] . In the phase III OPTiM trial, T-VEC was compared to subcutaneous GM-CSF in patients with advanced melanoma where the primary endpoint was durable response rate (DRR) lasting at least six months. In the cohort, 30% had stage IIIB/C disease with the remainder having stage IV disease. DRR was reported in 16% of patients who received T-VEC compared to 2% of patients who received GM-CSF alone [57] . The objective response rate (ORR) with T-VEC was 26% with and 11% CR versus a 6% ORR and 1% CR with GM-CSF alone [57] . The therapy was well tolerated with the most common adverse events (AEs) being fatigue, chills and pyrexia occurring in 26% of the T-VEC group versus 13% in the GM-CSF alone group. Recent updates of this trial shows that OS has approached statistical significance with a median OS of 23.3 months with T-VEC versus 18.9 months with GM-CSF (HR = 0.787, 95% CI 0.62-1.00) [56] . In addition, T-VEC has been shown to decrease the size of primary tumors facilitating resectability. A subset analysis of 37 patients treated with T-VEC at the primary who then underwent surgery showed that six patients converted from inoperable to operable, and 15/37 showed no evidence of disease [58] . Further multimodal investigations with T-VEC are ongoing, including a phase Ib/II trial combining T-VEC with ipilimumab [59].
Radiation
Radiation therapy (RT) is not typically indicated for IT disease. Conversely, it is more often utilized in patients with high-risk local-regional recurrence, including patients with desmoplastic melanoma or high nodal disease burden [60] [61] [62] [63] . However, RT has a beneficial role in the palliation of local symptoms, such as bleeding, pain and fungating infections, which may result from extensive IT disease [64] [65] [66] . While not curative, high RT doses (>30 Gy) have been shown to obtain longer disease-free survival rates and overall survival compared to patients treated with lower RT doses (≤30 Gy) [67] . RT is not without side-effects, which include short-term changes such as local edema, erythema, and desquamation as well as long-term risks such as fibrosis and later development of sarcoma [61, 68] . Similar to lesional therapies, RT can be administered in an adjunctive or palliative role for patients with IT melanoma, although its use as a single modality treatment is minimally effective with the potential for significant toxicity.
Regional Therapy
Regional therapies for IT melanoma of the extremity include isolated limb perfusion (ILP) and isolated limb infusion (ILI). ILP has been used for extremity melanoma for over 50 years [69] . It is typically performed in the operating room under general anesthesia. The technique includes vascular dissection of the inflow and outflow vessels to the targeted extremity (such as the iliac or femoral vessels in the lower limb or the axillary vessels in the upper limb), large bore cannulation of the vessels under direct vision, application of a proximal pneumatic tourniquet, external warming of the extremity using heating blankets and circulation of warmed chemotherapy. Temperatures during ILP typically reach 42
• C [70, 71] . However, ILI typically cannot reach this degree of hyperthermia with temperatures closer to 40
• C [72, 73] . To ensure proper delivery and minimize systemic exposure to the circulating chemotherapy, the circuit is monitored for appropriate flow rates and absence of leakage [74, 75] . A pump oxygenator can be used to maintain normal oxygenation and pH of the circulating perfusate. Because of the surgical dissection involved, this technique allows for lymph node removal as well. Once the perfusate is circulated through the affected extremity for 60 min, it is evacuated and discarded as the limb is further washed out with crystalloid solution. When the tourniquet is removed, all chemotherapy has been removed, so systemic toxicity should be negligible. ILI is similar to ILP, but takes advantage of advancements in interventional radiology and percutaneous catheter placement. ILI is a minimally invasive approach which percutaneously accesses the diseased extremity inflow and outflow vessels [76] . The catheters typically have smaller calibers than those used in ILP, which results in slower infusion flow rates. Access is obtained through the contralateral groin in the case of lower extremity IT disease, whereby the catheters are directed up and over the aortic bifurcation. For upper extremity IT disease, a groin approach can also be utilized. Similar to ILP, a pneumatic tourniquet is applied, and the circuit is connected to a heating device. However, an oxygenator is not typically incorporated, which leads to higher levels of hypoxia and acidosis as compared to ILP [77] . As the circuit is hypoxic and acidotic, treatment duration is typically shorter for 30 min total. The hypoxic and acidotic aspects of ILI are thought to contribute to the antitumor effects of this treatment. Similar to ILP, ILI infusate is discarded and the limb washed out prior to removal of the tourniquet, which limits systemic toxicity. Since its development in the 1990s, ILI continues to evolve and offers a less invasive treatment model for testing new therapies [78] .
An important advantage of ILP/ILI is that they allow for high doses of chemotherapy to be delivered and isolated to the involved extremity. This is particularly relevant in instances of diffuse IT disease and microscopic IT disease, which is technically not amenable to surgical resection. High dose, limb directed chemotherapy results in a greater treatment effect, while simultaneously minimizing systemic toxicity. The most commonly used chemotherapeutic agent in regional therapy is melphalan, a type of alkylating agent [79] . The dosage of melphalan for both ILP and ILI is volume based (7.5 mg/L lower extremity limb volume, 10 mg/L upper extremity limb volume) with ideal body weight correction for ILI. As previously stated, typical treatment durations are 60 min for ILP and 20-30 min for ILI [74, 76] . Other agents have been investigated in conjunction with melphalan, including tumor necrosis factor-alpha (TNF-α), interferon-gamma (IFN-γ), actinomycin D, and ADH-1, which is a cyclic pentapeptide, that inhibits N cadherin expression important in melanoma cell adhesion and migration [80] [81] [82] [83] [84] [85] . Additional agents, such as intra-arterial temozolomide which is an alkylating agent that is commonly used for systemic therapy of metastatic melanoma, has also been tested using an ILI model [86] . Results from this multicenter phase I study involving 28 patients showed a 10.5% complete response (CR) and 5.3% partial response (PR). An additional 3/19 (15.8%) patients had stable disease.
While there have not been prospective randomized controlled trials directly comparing ILP with ILI, several studies with long term follow-up have characterized the benefit of both of these regional therapies. Overall, ILP has been shown to have better local responses compared to ILI, albeit with increased risk of complications and toxicities [72] . A large U.S. retrospective review of 62 patients undergoing melphalan-based ILP and 126 patient undergoing ILI showed improved results for ILP [87] . The overall response rate (complete response [CR] + partial response [PR]) of ILP was 81% compared to 43% in the ILI group. ILP patients had a CR rate of 55% with a median duration of 32 months, whereas ILI had a CR rate of 30% with median duration of 24 months. A similar European study showed an overall response rate of 85% for ILP [88] . However, strong data is lacking regarding long-term benefit to survival outcomes. A Swedish study with 25-year follow-up compared ILP with WLE to WLE alone in a small number of patients (33 patients in the ILP + WLE group and 36 patients in the WLE alone group) [89] . Median melanoma-specific survival was 95 months for ILP + WLE group compared to 38 months for the WLE alone group, although this finding was not statistically significant (p = 0.24) as a result of the small sample size and low power of the study.
Further results of ILI have been reported from retrospective analyses. A large Australian study of 185 patients treated with ILI (using melphalan and actinomycin D) reported comparable local response rates to ILP, consisting of an overall response rate of 84%, with a median overall response duration of 13 months and 22 months for patients with CR [90] . The median overall survival was 38 months, but in patients with CR the median survival was 53 months (p = 0.005). It should be noted, however, that the median follow-up in this study was only 20 months. This group also performed a subset analysis based on age <75 or ≥75, with age-stratified CRs of 34% for age ≥75 years and 41% for age <75 (p = 0.28) [91] . The overall recurrence free interval after CR was 24 months and overall survival ranged from 36 to 39 months between the age groups, showing that more elderly patients derive similar benefit from ILI. A U.S. based study of 128 patients treated with melphalan and actinomycin D reported less beneficial outcomes compared to the Australian study, showing an overall response rate of 64%, CR rate of 31% and PR rate of 33% [92] .
TNF-α has been studied in combination with melphalan in regional therapy. Several retrospective studies have reported 90% or better overall response rates [80, 93, 94] . However, in a direct comparison, combining TNF-α with melphalan has not been proven to have an additive response. The American College of Surgeons Oncology Group (ACOSOG) Trial Z0020 performed a prospective, multi-institutional trial of 133 randomized patients. Response rates were similar among the two treatment groups, with 64% in the melphalan-alone group and 69% of patients in the melphalan + TNF-α arm having a response to treatment at three months [95] . These results, however, remain controversial based on the types of assessments performed for tumor response. Addition of IFN-γ to melphalan and TNF-α has not been shown to have added benefit, either [82] .
Multiple studies have characterized favorable patient-specific and tumor-related variables, which predict improved responses to regional therapy. The factors include female gender, low tumor burden, in-transit disease of the lower extremity, negative nodal disease, and complete response [96] [97] [98] [99] [100] . Unfortunately, even after obtaining CR, recurrences are common. One study following 36 patients with CR after ILP and 37 patients with CR after ILI reported a three-year recurrence rate of 65% and 85%, respectively [101] . Identification of patient-related or treatment-specific factors that can predict which patients will recur has proven difficult and continues to be the subject of ongoing interest [102] . For patients with in-field recurrence confined to the treated extremity, repeat ILP or ILI can be performed without significantly increased additional toxicity [103] . Surgical resection of residual disease following ILI can be performed, and offers some additive benefits. In a study of 176 patients with IT disease where 154 were treated with ILI alone and 22 patients with ILI and surgery, the former had a 68% PR, while the latter had a 34% CR and a 19% PR [104] . The ILI alone group had a median overall survival (OS) of 30.9 months, whereas the ILI + surgery group did not reach median OS, but this difference was not statistically significant (p = 0.304).
As discussed, there are several different options for regional therapy in IT melanoma, which offer the opportunity for local response and potentially cure. Both ILP and ILI, however, are associated with important, specific toxicities that must be taken into account before considering these treatments. A grading system developed by Wieberdink and colleagues characterized regional toxicities from no reaction (grade 1) to reactions that may necessitate amputation (grade 5) [105, 106] . Because of the nature of these treatments, ischemia, muscle damage, compartment syndrome and subsequent renal insufficiency can result [92, 107] . Long-term sequelae including lymphedema, paresthesias, pain and functional impairment may persist and negatively impact quality of life (QOL) [108] . Therefore, close post-operative monitoring is indicated following regional therapy. As a general reference for toxicity rates, the ACOSOG Z0020 trial showed grade 4 adverse events in 12% of 129 patients [95] .
Retrospective studies have reported a range of grade 3 or higher toxicities from 18% to 36%, with ILI generally having less morbidity compared to ILP [72, 92, 109] . Amputation of the treated limb is a major complication of regional therapy, though fortunately most modern studies report that this occurs infrequently. For example, in the ACOSOG Z0020 trial, there were a total of three amputations among the 133 enrolled patients (2.3%) [95] . Retrospective studies have shown similarly low amputation rates [87, 109] . It is important to note that amputation of the upper extremity may be more common than the lower extremity due to higher rates of regional therapy failure in upper extremity IT melanoma, as opposed to increased toxicity associated with the regional therapy [110] .
Systemic Therapy
Historically, systemic chemotherapies and immunotherapies have been extensively studied and applied to metastatic disease. Chemotherapies include dacarbazine, temozolomide and others, while older immunotherapies include IFN and IL-2. Many of these agents have been investigated in both the adjuvant and neoadjuvant settings as a multimodality approach with metastasectomy [111] [112] [113] [114] . However, these agents are associated with limited benefit for regional or distant disease in the context of significant toxicities.
Newer targeted agents have largely supplanted these therapies in the treatment of systemic disease as reflected in the most recent guidelines from the National Comprehensive Cancer Network (NCCN) [14] . These drugs are comprised of MAP kinase inhibitors, including vemurafenib, dabrafenib and trametinib; the anti-CTLA-4 inhibitor ipilimumab; and the anti-PD1 inhibitors lambrolizumab, pembrolizumab and nivolumab. Due to a more favorable side-effect profile compared to IL-2, these drugs have routinely become the first line treatments for distant metastatic disease, though their specific application to regional extremity IT melanoma is much less characterized and validated. Furthermore, these agents currently are not approved for use in the adjuvant setting following surgery, and so IFN-α remains the primary option for adjuvant therapy for involved regional lymph node disease. Therefore, it is challenging to directly compare the efficacy of the new immunotherapies to the more established treatments, such as ILP/ILI or lesional agents (Table 3) . A detailed analysis of these agents for systemic disease is beyond the scope of this review. Thus in this section, we briefly discuss the benefits and side-effects of these recently approved agents.
There are two main targets in the MAP kinase pathway, which is involved in cell signaling and growth. Vemurafenib and dabrafenib inhibit the V600E mutant version of BRAF [115, 116] . Approximately half of patients with melanoma express this gene mutation [117] . Vemurafenib has been shown to be superior to dacarbazine in a phase III randomized trial reporting an overall response rate of 48%, a median progression-free survival (PFS) of 5.3 versus 1.6 months and a one year OS rate of 55% versus 43% [118] . Dabrafenib is a more recently approved BRAF inhibitor with similar response rates. A phase III trial reported median PFS rates to be 5.1 months for dabrafenib compared to 2.7 months for dacarbazine [119] . Resistance to BRAF inhibitors is common, and disease progression often occurs after several months [120] . Trametinib is an inhibitor of MEK, which is a downstream signaling molecule in the MAP kinase cascade [121] . When used with dabrafenib, the combined BRAF and MEK inhibition has shown superior outcomes to vemurafenib alone. A phase III randomized trial showed that the one-year OS was 72% in the dabrafenib/trametinib group versus 65% in the vemurafenib group [122] .
Additional data has shown that this combination has proven beneficial in patients who progress on first line BRAF inhibitors [123] [124] [125] . An update of one of these trials presented at the recent ASCO meeting reported improved one-and two-year OS in the combination group compared to dabrafenib alone [126] . The use of BRAF inhibitors as neoadjuvant therapy prior to surgical resection is also an area of interest, though there is limited data in this setting [127] . As a group, these agents are well tolerated with the main side effects including skin changes, nausea, fatigue, pyrexia and increased risk of squamous cell cancer [128] [129] [130] . As an immunotherapeutic agent, ipilimumab is a monoclonal antibody against CTLA-4, the expression of which is mechanistically associated with anergy to tumor-associated antigens [131] . In a phase III study, ipilimumab was compared to a peptide vaccine. Results showed superior OS when ipilimumab was used alone compared to the vaccine (median OS of 10.1 months versus 6.4 months), with no additive benefit of the vaccine (median OS of 10.0 months for ipilimumab + vaccine) [132] . Further studies have investigated ipilimumab in combination with a variety of agents, including chemotherapy and other melanoma vaccines [133] [134] [135] . A phase III study of ipilimumab plus dacarbazine showed superior five-year OS compared to dacarbazine alone (18.2% ipilimumab plus dacarbazine versus 8.8% dacarbazine alone) [134] . Tremelimumab is another anti-CTLA-4 antibody. In a phase III trial, however, this drug did not show benefit over chemotherapy [136] , which suggests that the presence of subtle antibody differences may profoundly affect clinical efficacy. Ipilimumab is generally well tolerated, but has the potential for significant immune-related adverse events (irAEs). Side effects include diarrhea and enterocolitis, hepatitis, dermatitis and endocrinopathies with grade 3 and 4 irAEs occurring in approximately 10%-15% of patients [132, 134, 137] .
Monoclonal antibodies targeted against the immune checkpoint receptor PD-1 have also been developed and approved for use in patients who have progressed on ipilimumab. Lambrolizumab is an anti-PD1 antibody, which in a phase I trial has shown an ORR of up to 52% [138] . Treatment with pembrolizumab, another anti-PD1 antibody showed an ORR of 26% [139] . Lastly, nivolumab was compared to dacarbazine in a recently published phase III randomized trial in previously untreated patients with metastatic melanoma. The one-year OS was 72.9% in the nivolumab group compared to 42.1% in the dacarbazine group, while the median PFS was 5.1 months and 2.2 months, respectively [140] . Due to these promising results, anti-PD-1 therapy has become the de facto first-line treatment option for metastatic melanoma.
While these targeted agents have shown benefit for advanced systemic disease, application to extremity IT melanoma in the absence of distant metastases is less well characterized. One small retrospective study evaluated outcomes in patients treated with ipilimumab or IL-2 for disease progression following regional therapy. Fifteen patients treated with IL-2 alone progressed, three out of 12 patients treated with ipilimumab alone had a CR, and three out of six patients treated with IL-2 followed by ipilimumab had a CR [141] . The study concluded that the use of ipilimumab was associated with higher rates of complete response compared to use of IL-2 alone (33 vs. 0%; p = 0.021) [141] .
Conclusions and Future Directions
The treatment of IT melanoma of the extremity continues to expand and evolve. With the increasing number of therapies available in the armamentarium of IT melanoma, the multimodality approach and sequencing of these novel treatments pose highly interesting areas of investigation. Multiple clinical trials are on-going in an attempt to discover optimal treatment strategies. Importantly, the question of applicability of ipilimumab as adjuvant therapy in patients treated with surgery is being compared to the current standard of IFN in a randomized phase III clinical trial [142] . The results of this trial are eagerly anticipated. Furthermore, ipilimumab is being combined with other therapies, such as intralesional BCG and stereotactic radioablation [142] . Interestingly, ipilimumab is being evaluated as an adjuvant or neoadjuvant approach prior to ILI [18, 142] . These are just a few examples of the innovative investigations for IT melanoma which may uncover benefits to combined treatment approaches using both well-established techniques for IT disease and effective systemic immunotherapies.
Regional therapies offer durable responses and potential cure to patients with IT disease. Whereas targeted systemic agents have shown efficacy in distant metastatic disease, their specific application to limited regional extremity disease is less well defined. Direct comparison is difficult given the relative paucity of data specific to systemic agents in the treatment of extremity IT melanoma. On-going trials may help to clarify these issues. Presently, regional therapies have the best response rates and should be considered in patients with unresectable IT disease. Given the nature of ILP and ILI in treating a specific extremity and limiting systemic side effects, use of these regional therapies prior to systemic agents offer unique advantages. When utilizing regional therapies in patients with extremity IT melanoma as the only site of recurrence, the systemic agents can be reserved for use after regional therapy failure or progression of disease to distant metastasis. Also, while the newer immunologic agents may generate a cure and systemic anti-tumor response, their use needs to be balanced by the lower response rates and potential for profound systemic autoimmunity (e.g., panhypopituitarism from hypophysitis). In conclusion, until proven otherwise, ILP and ILI should remain the clinical gold-standard and first-line treatment for isolated IT melanoma, as these regional therapies demonstrate the best responses compared to emerging systemic agents.
